Studies on the Synthesis of 2-Alkyl-5-Aryl-1,3,4-Oxadiazolines from NAcylhydrazones
Eugenia
Experimental Section

General experimental methods.
Solvents were purified and dried by standard procedures. Purification of compounds was carried out by flash chromatography using silica-gel (0.040-0.063 mm or 0.020-0.040 mm) as the stationary phase. Melting points were recorded in a metal block and are uncorrected. 1 H NMR spectra were recorded at 300 MHz, 400 MHz or 500 MHz; 13 C NMR spectra were recorded at 75 MHz, 100
MHz or 125 MHz with the solvent peak used as the internal reference.
Experimental procedures.
Synthesis of hydrazones 5a-g. General procedure.
To a stirred solution of commercial available hydrazide (5 mmol) in CH 3 OH (16 mL) was added the corresponding aldehyde and anhydrous Na 2 SO 4 . The reaction mixture was stirred at room temperature overnight, then filtered and the solvent evaporated. The solid obtained was washed with Et 2 O (3×10 mL) and dried under reduced pressure to give the corresponding N-benzoyl hydrazones 5a-g. Yields and spectral and analytical data for compounds 5a-g are as follows:
From isovaleraldehyde (0.61 mL, 5.5 mmol) and benzoyl hydrazine (695 mg, 5 mmol), general procedure gave 909 mg (89%) of compound 5a as a white solid. Further purification by recrystallisation from absolute EtOH afforded 5a as a white crystalline solid (541 mg, 53%): m.p. 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, 2959 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, , 2928 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, , 2888 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, , 1651 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, , 1462 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, , 1356 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, , 1294 3, 26.7, 40.9, 127.1, 128.4, 131.6, 133.1, 152.1, 164.0. IR (cm -1 ) 3061, , 1045 
N'-(2,2-Dimethylpropylidene)-4-nitrobenzohydrazide 5d
3a
From pivalaldehyde (0.71 mL, 6.5 mmol) and 4-nitrobenzoyl hydrazine (906 mg, 5 mmol), 8, 27.9, 42.3, 124.7, 130.1, 140.0, 151.3, 155.9, 164.6. IR (cm -1 ) 3436, 3206, 3069, 1653 , 1602 , 1556 , 1519 , 1346 , 1316 
Synthesis of oxadiazolines 7a-g. General procedure.
To a stirred solution of hydrazone 5a-g (0.5 mmol) in dry toluene (2.5 mL) was added i Pr 2 EtN (350 µL, 2 mmol) under an argon atmosphere. The mixture was stirred at 80 ºC and then a solution of bencyloxyacetyl chloride 4 (160 µL, 1 mmol) in dry toluene (5 mL) was added dropwise, (using a syringe pump, ca. 3 h). The mixture was stirred at 80 or 100 °C until total consumption of the starting material (TLC). Then, ethyl acetate (5 mL) and water (10 mL) were added. The aqueous layer was extracted with ethyl acetate (2 × 10 mL) and the combined organic layers were washed with brine (10 mL), dried (MgSO 4 ), concentrated and the residue purified by flash chromatography on silica gel.
Eluants, reaction temperature, yields and spectral and analytical data for compounds 7a-g are as follows: (m, 10H). 13 C NMR (75 MHz, CDCl 3 ) δ 22. 5, 23.3, 24.2, 42.3, 67.8, 78.6, 92.5, 124.8, 127.1, 127.9, 128.2, 128.6, 128.8, 131.8, 137.9, 156.5, 166.7 (m, 2H). 13 C NMR (75 MHz, CDCl 3 ) δ 13.9, 16.9, 31.5, 67.7, 73.5, 96.5, 124.3, 126.9, 127.2, 127.8, 128.4, 128.6, 128.8, 131.7, 137.7, 156.8, 167 0, 34.6, 67.6, 73.5, 92.4, 124.3, 126.1, 127.0, 127.8, 128.1, 128.4, 128.5, 128.7, 131.8, 137.6, 140.3, 156.4, 166.6. IR (cm -1 ) 3062, 3029, 2926 , 1675 , 1454 , 1337 , 1267 , 1128 9, 38.1, 67.9, 73.4, 99.0, 123.9, 127.9, 127.9, 128.0, 128.4, 130.1, 137.5, 149.6, 155.3, 169.8 13.6, 16.8, 31.3, 67.4, 73.4, 97.4, 123.8, 127.6, 127.8, 127.9, 128.3, 130.0, 137.2, 149.3, 154.7, 167.1. IR (cm -1 ) 2967 , 2933 , 1684 , 1596 , 1524 , 1446 , 1346 , 1133 = 7.2 Hz, 2H), 7.42 (d, J = 7.2 Hz, 2H), 7.97 (d, J = 8.9 Hz, 2H), 8.27 (d, J = 8.9 Hz, 2H 24.0, 42.2, 67.6, 73.5, 93.4, 123.9, 127.8, 127.9, 128.0, 128.4, 130.4, 137.5, 149.4, 154.4, 166.8. IR (cm -1 ) 3031, 2958 , 2925 , 1683 , 1595 , 1524 , 1345 , 1134 
1,3,4-Oxadiazoline 7a
